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Abstract 



PROBLEM TO BE SOLVED: To obtain a pharmaceutical composition having excellent lipid lowering actions 
and inhibitory effects on progression of arteriosclerosis. SOLUTION: This pharmaceutical composition is 
used for administering N-(1-octyl-5-carboxymethyl-4,6-dimethylindolin-7-yl)-2,2-dimethylpropa namide or its 
pharmacologically acceptable salt and a hydroxymethylglutaryl-CoA(HMG- CoA) reductase inhibitor 
simultaneously or separately at a time interval. 
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f\ ^^^^f-^X^-^hU^A, asfittf-yb' 
x/Ubn'J o^-ft^iSIU^il^TyTy ■ -b/U 

o-*a«:WS ) . JUBW (#R<i\ 

"Oh"*** K b'-^AC0J; :^o^ Ktt«i± ; *K 



im -,*?*? ojuma- b v ^a, xt-t y ygf^^j/^ 

>-r;P^/l^x— r/i^, *r 'J 5j-^f xx-f- u y y ;i^b'^ yfli 
^Bi*S1t5'JSr^fl.^i:*5T-§l., ) . SE3g*J 

5:7i 7-;MS ; xd^t-ii- : -fb H aif K ; SIX. 

y/i/t>i8if(f6ctm5. ) . ®f*mnm <« 
[0030] *ftWcr>mMMjm<rymhmtX'bh n - 

( 1 -*9+l\s-'5-13H>X*isX1'tV-4 , 6- : J* 
^>1>4>YV>-1 -4 -2. 2-y7Wo;< 
>-7S HXti-?"<?)3ra±f1 : S$il§^i:. HMG-Co 

<tim. 

[003 1 ] *<o*4-^*«ffi*. ^ife^tcJ: 0S=5r^ 

^Ptft^%&tc{±. lBSfcOTlO. 1 
rag (fifStCtiO. 5mg) . ±RR1 OOOmg (0j@lC(i5 
00ms) ^Kantt4K>«*(Cli. llU^^OTRR 

0. 0 lmg (KtMMtO. 0 5mg) , ±RSl 0 Omg 
j§Cii50iDg) Sr. ^Atc^LT 1 BS^O 1M6 

[00323 a, hmg-co AMymmm^mit. * 

*W^rffli^T'$)&tJiuS)igJlllSffIt LT<^fflSi 

ZixhV>mS.im#>lz% Off. N- ( l-Tf^^- 
5 f-^- 4 , 6 - is* > H U 

>-7-4)V) - 2, 2-^Wny^rSHJ((i 

[ 0 0 3 3 ] ^^EIRIBlfini^rSiUfi^-Cft 

1. N- ( 1 -it^flV-3-il)V^iy^)V-A, 6 
-y^f/HyK'Jy-?-^^) -2, 2-^^ 

rn/tyrs Kx<i-?-<7)ssgLh^$n§JSfc. hmg 
-co AM7mmm.wmcoi^m<oitmh , &ti.*m 

^df^^-4. 6-^f-/l"f >-H'J>— 7->f 

-2, 2-^f-;U7"DM->'T5 HX«-?-<^ISia.t. 
HF»S*l4*fc. HMG-CoA»EMWfilfF«lO»# 
J:lt^{±. «fiJtt\ 1 : 5 0 07"jM5 0 0 : 1 WlEffl 
i^T'ftO^. MCii. 1:10 OTbSl 0 0: 1 X'h 
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StcSfiSCte. 1 : 1 OJbm.1 0 : IT*"). * 
1 : 5T£g5 : 1T'*>!». 
[00 34 3 N- ( 1 5 -#JM&? 

X.X-7-/W-4, 6-y^f;MyKijy-7-^;H - 
2, 2-^f-/i^7*oys°yrs KeUB^tr^^N'x^f- 
ytco^Sit^Ji. S*itT\ imizit. 1:2.5 
TEE 2. 5 : lT$>*)n. N- ( 1 -*$>-f-*-5-;& 
>>M+>U-4. t>-V* > K 'J V - 7 - A 
/P) -2. 2-y7f/l/rDA*yrS K»t7h/P 

1:2. 5B^5 : 
[0035] 

[fgftffl] arte, SSHCT&t^iaS'JCTSrfttfT. 
£ $ t> izpmizUmt h if- . ^BJfcOfEHf i i ft 6 £K8 



1 liil&<7)4814F 1 bs^Af-Zgmtz&mLtz. W) 
W±&Ul--=JX'ffitfL. 0. 0 5%aU7. ; ra-tUR 
IA'1 0%3 3^yy3r-f;PSr#tffil, Se&JSSX 

vLDUisiKJtau^ae^s-^L, LDmis 

*)V-A. 7— OlO -2, 

[0036] 
[«1] 













TC 


VLDL+LDL 


HDL 






253.0 


189,4 


63.6 


3.0 


r^vs:x^f-y(3mg/kg) 


244.0 


170.6 


73.3 


2.3 


^•&ftA(30mg/kg) 


170.9 


109.0 


62.0 


1.8 


ft&to a 4- / <x ? + > 


151.1 


86.9 


64.2 


1.4 


(30 mg/kg)+(3 mg/kg) 











DL+LDL3l/^fa-;^iST?^* { . i^SiJfc 

y^r vtX (VLDL + LDL3l/^fO-^/HDL 
N- ( l -J[9+)V-3-i])Vi£*l'X^)V-A, 6- 

x^fMyb'yy-y-'f^) -2, 2-> ? ;><¥-;u:r 

[00 37] MMm2 

&auATn--ji,-&&rat<>y-wz&v2>®mm<tm$i<7) 
$;mi.o-\.5ks<7)w&~*-i;~?y) i m'?y* atih 

7<xtf&t£8t. B#)£0.5%3U-Xf-o-/K 3%f- 
+ -y V if-i /W3l33t7 'V*-f /USr-ir^-r hffi® 

(rc-4, ^'Jiy^^fi^M. B*)f^tH0 
SBWWUfc. ^*&ffl<OS£l^^w9g#K>>2iIig(i 
40g. <Xc7)4Wi50g. *LTSrf*cO4iI[§lli60gi:LT 
SHBWRRU;. ftffifMM2iBntt{c. iiL^ny 
* £ **lia3<OtK3«A> ^ *8HJgStt>£ & TWA? 6 ft 
«#**ffv\ *^ciHi&)!lR*>^)«g|?^16)ilR(=*>ftTei4 



-/Htt&*(cw$HtLfc. HMG-coAii7E»*paws , J*JJ; 

BM^mmtirZftdtiMz. miZmLtittmMMZ 
ayVj.-?-{zi&mi,tz7~J?>\/*)Xy (ffi»S:Co 

olpix 900, ^vsyti&igmzm^TtmLtz. 7* 

V x )9 yf-V 7 H7X7 (ffi^S : Adobe Photoshop 5. 

o. r v^^^T-j^xmtiXiMiM ^--Jy^yy k 

*7XT (SJtfb^ : Scion image 1.61c MacOs, Sciontt) 

5:ffl^r %m L?z^Mft%£<7>$tffl&izm-&mMmt 

mmtLmmt. loomMg^-mErx'^mtm^m 

A-mmmiz&^x. xmmx'coffimwftcom&mtfzrr 
->tz. ttWhm***y-i\s*>v;Tmfemx'>y%< 

(ai-roflJM-Sr^L^. l««cK:oS80(*IIBT4«9f 

■TiS?Jl>#* ; 5VBliih%,: yi?>y?A CO)*; X 3 i/ At 
AHC-2500 , 7^7 -f;PA»^1±)Srffl^T2.5fe 
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tf&f'f&fzMZ. Adobe Photoshop 5.0£ffl^T. Ztl 

mmmm^ bov?* <ecm> t u efe«us<o« 
ftQMfo&^iiQmzmmmm (ecd) t lt^isl 

fc. Adobe Photoshop 5.0fe <fcZ/Scion imagel.61c MacO 



( l-?f^^;u-5-^;^^^^^-4. 
fMyK'jy-T-^/l.) - 2, 2-^Vf-/U7 8 ny^ 

[0039] 
[^23 



T^AX^yQOmg/kg) 
^*A(5mg/kg) 

A +r y > <X?^> 
(5 mg/kg)+(10 mg/kg) 



57.4 15.5 

58.3 16.6 

45.8 10.7 

40.9 3.0 



tw-t z>zLbx*zLti£> coftmDmmmzm^ £ tifz , 
[0040] mmmi 
mm 

75A'x^fythU^ (10. Omg ) , N— (1 

>f >Wy-7-4l)f) -2 , 2~y7WoA'yr 
5 FKBM (30. Omg) . ?LH ( 4 0 8 . Omg) , b 
^n^yf^XSO. Omg) SLtA^-rTUyKv 

^*^a (2. omg) ta^L. jreisfcionttL 

X. zi-T4>7 (Vmt,zim&) £M~tZb&X'Z 



[004 1] 

n- < i-^^^i/-5-* 

;U) -2, KX«±-f-coKKLh 
ftSSii6*i:, HMG-C o AOTcflHRRififfiiJSr. fsj 



(51) Int. CI. ? 

A 6 1 K 31/47 
31/505 
A 6 1 P 9/10 
C0 7D 209/08 



1 0 1 



F I 

A 6 1 K 31/47 
31/505 
A 6 1 P 9/10 
C0 7D 209/08 



f-™-y <##) 



1 0 1 



F?-A(##) 4C086 AA01 AA02 BA17 BC05 BC13 
BC17 BC28 BC42 MA02 MA04 
NA05 ZA45 ZC20 2C75 

4C204 BB01 CB03 DB01 EB01 FB02 
GB02 GB17 GB32 

4C206 AA01 AA02 DB02 DB56 MA02 
MA04 NA05 ZA45 ZC20 ZC75 



